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REMARKS 

In response to tlie Office Action dated June 9, 2003, please consider the following remarks 
and associated exhibits. Claims 28-30 and 48-51 remain in the applicarion. Re-examimdon and re- 
consideration of the application is requested. 

II. Qbjectionift and Rejecrious Under 35 U.S.C. §101 and 35 U.S.C. §112, First Paragraph 

On pages 2-4 of the Office Action, claims 28-30 and 48-51 were rejected under 35 U.S.C. 
§101 and 35 U.S.C. §112, first paragraph. 

A. Claims Rejected Under 35 U.S.C. §101. 

The pending ckim^s axe directed to isolated andbodies which bind to a PR0285 polypeptide, 
a member of the Toll protein family. Applicants* disclosure teaches that compararixrc homology 
analyses and functional data from Toll femily members indicates chat PR0285 polypeptide signalliDg 
activates NF-kB. Applicants* disclosure further teaches that antibodies to the PR0285 polypeptide 
can be used to modulate this activity. In the outstanding Office Action, the Examiner rejects die 
pending claims, stating diar die claimed invention is not supported by either a specific, substantial 
and credible asserted utility or a well estabHshed utility. 

Applicants respectfully traverse this rejection. 

The standard for assessing credibility of an asserted utility is articulated in die guidelines 

promulgated by the Patent Office for the eicamination of applications for compEance with the utility 

reqtiirement of 35 USC lOl and 35 USC 112, first paragraph (see» e.g. 60 Fed. Reg. 36263-02). In 

particular, Applicants direct the Examiner's attention to die portion of section 2(a) of these 

guidelines which is reproduced below: 

If the applicant has asserted that the claimecl invention is 
useful for any particular purpose (i.e. a * specific utility') and 
that assertion would be considered credible by a person of 
ordinary skill in the art, do not iinpoBe a rejection based on 
lack of utility, ' Credibility is no be assessed from the 
perspective of one of ordinary skill in the art in view of any 
evidence of record (e.g, data, statements, opinions, references 
etc) that is relevant to the applicant's assertions, 
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The guidelines dictate that the apptoptiate standard of review involves a determinadon of whether 
the asserted utihty would be considered credible by a person of ordinary skill in the art The 
guidelines further state that if the assertion would be considered credible by a person of ordinary 
skill in the art, the Patent Office musr not impose a rejection based on lack of utility. Moreover, 
only after the examiner has provided evidence showing that one of ordinary sldll in the art wotild 
reasonably doubt the asserted utility does the burden shift to the AppUcanrs (sec, e.g. M.P.E.P. 
2164.07). 

In response to the Examiner's comments at page 3 of the Office Action regarding die 
specific function of PR0285, Applicants' direct the Examiner -s attention to the portions of the 
specification which teach diat PR0285 polypeptide signalling activaies NF-kB and that antibodies 
to die PR0285 polypeptide can be used to modulate this activity (see, e.g. page 13, lines 13-25). 
This specific, substantial and credible utility is demonstcaced by a number of scientific articles 
pertaining to the Toll polypeptide family.^ In particular, the role diat the Toll facaily of polypeptides 
play in NF-kB signalling was understood in the art, and this is shown by a review of Medzhicov et 
aL, NatQEs MS, 394-397 (1997), Rock et al„ Proc Nad. Acad. ScL USA 95, 588-593 (1998) and 
Belvia and Anderson, Ann. Rev. Cell. Binl. 12, 393-416 (1996), all of which are dted in Apphcants' 
specification and incorporated by reference tiiereiD. For example, Medzliitov et aL^ teach that 
Drosophila and human Toll proteins contain a region of homology in their cytoplasmic domains 
that is associated with NF-kB signalling and diat the Toll/ NF-kB host defense pathway is 
conserved firom Drosophila to humans (see, e.g, page 396). Medzhiiov et aL fuxdier teach that it is 
bdieved diat the unique homology exhibited by the Toll polypeptide fiunily results fcom their 
functional role in mediating ancient defense mechanisms that have been evolutionarily conserved in 
plants, insects and mammals (see, e.g. figure 1, page 394). Rock et al.^ teach diat Toll homologues 
are involved in innate immunity and that homology analyses of the human Toll gene family 
members TLRl, TLR2, TLR3, TLR4 and TLR5 and their biological assodarion with die IL-IR-NF- 
kB pathway demonstrates that these Toll homologues are direct evolutionary counterparts of the 

» Ic is proper TO consider materials published after a critical filing date, for example it is dted fgr the pvurpose of 
sho^wng a fact under the punciples of Jw rs Wilson, 155 USPQ 442 (1962) (sec, e.g. M.P.E.P. 2124). 
2 Mcdzhitov et aJ.^ is cired in Applicants specification for example ar page 2, line 4. 
^ Rock et nh, is cited in Applicants specification for example nr page 2, line 25. 
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Dirosophik Toll geiies. Rock et aL fimbex teach, that their homology and IL-IR-NF-kB pathway 
association provides evidence that the biological processes associated with Toll-Dorsal/IL-IR-NF- 
tcB pathway are shared by both Dtosophila and mammals. In this contexc, Bevlin et aL* teach that 
"[t]hu5 fax tlie only biological process common to Drosopbila and mammals that uses the Toll- 
Dorsal/IL-IR-NF'KB pathway is innaie immunity — ^the rapid and nonspecific response to 
pathogens that leads ro the production of antimicrobial peptides and cytokines". Accordingly, such 
teachings, e,g., (1) die unique region of homology shared by Drosophila and mammalian Toll 
polypeptides; (2) the association between these molecules and the IL-IR-NF-kB pathway; and (3) 
the fact that the only biologicd process cotnmon to Drosophila and mammals that uses the Toll- 
Dorsal/IL-IR-NF-KB pathway is die innate response to microbial pathogens, supports the teaching 
in the present application that PR0285 polypeptide signalling activates NF-kB and that antibodies 
to the PR0285 polypeptide can be used to modulate this activity. 

Applicants furdier provide a declaration imder 37 CFR 1.1.32 by J. Fernando Bazan, an 
author of a number of articles on ToU proteins (attached herein as Exhibit A). In this declaration 
Dr. Bazan states that from the homology analyses of Toll proteins, including the region associated 
with NF-kB activity (see, e.g. Figure 7B and page 7, lines 8-23) and the functional studies with 
molecules having this region that demonstrate that the region is crucial for NF-kB signalling (see e.g. 
page 7, lines 8-23 and Example 1 1), one skilled in the art would reasonably understand that PR0285 
can induce the activation of NF-kB and/or the expression of NF-kB -controlled genes and that 
antibodies to PR0285 could be made and used in accordance with routine techniques to modulate such 
activity. 

Applicants further note that the utility of the claimed subject matter is further validated by 
recent reports which confirm that PR0285 (also referred to in the literatorc "TLR7") can induce the 
activation of NF-kB and/ or the expression of NF-KB-concroUed genes and that molecules ihat bind to 
PR0285 can be used to modulate such activity. See e.g. Jxirk et al., Nature Immunology 3(6), 499 
^002) which is attached herein as Exhibii: B. 

For at least the reasons above, the Examiner's position thac Applicants' invention lacks a 
specific, substantial and credible asserted utility or a well established utility is shown to be in direct 

Belvin et al., is died in Applicants speciEcaiion for example at page 50, line 11. 
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conflia with the understanding of those of sJdll in die art. Applicants rcispectfuUy request the 
withdrawal of die rejection under 35 U.S.C. §101. 

B. Rejection under 35 U.S.C. §112, First Paragraph. 

In rejecting die claims luider 35 U.S.C. §1 12 at page 4 of the outstanding office action the 
Examiner further asserts "since the claimed invention is not supported by eidier a specific, 
substantial and credible asserted utihty or a well established utility for the reasons set forth above, 
one skiUed in the art clearly would not know how to use die claimed invention." 

Those of skill in the art will understand from the instant application and the state of the art 
that Applicants* invention has a specific, substantial and credible asserted utility. Consequendy, one 
skilled in tlie art dearly would in fact know how to use the claimed invention without undue 
cxperiinentarion. For diis reason. Applicants respectfully request the withdrawal of the rejection 
under 35 U.S.C. §112 first paragraph. 

III. Reiection under 35 U.S.C. ^W2(h^ 

On page 5 of die Office Action, claims 28 and 48 were rejected under 35 U.S.C. §l02(b) as 
being anticipated by Ruggeri et al., WO 91/09614 (Ruggeri). The Examiner asserts that Rugged et 
aL disclose a 19 residue platelet membrane glycoprotein lb peptide that matches SEQ ID NO: 2 at 
positions 704-712, a 9/15 amino acid residue match and that at page 19 and in claim 65, antibodies 
ro such peptides are disclosed and claimed. In this context, the Examiner concludes that 
"antibodies of die Ruggeri disclosure would necessarily bind PR0285 due to the common 9 amino 
acid stretch, which is well-established in the art as being long enough to constimte an epitope". The 
Examiner further notes that this is anticipation via inherency and that "pjc is not necessary that 
Ruggeri have any knowledge of PR0285 for anticipation to be found". 

Applicants respectfiilly traverse this rejection. As is known in the art, polypeptides ate 
known to fold in three dimensions and this folding ultimately defines the antigenic determinants that 
arc recognized by antibodies. Applicants therefore traverse the outstanding rejection because the 
three dimensional antigenic determinant of the 19 residue platelet membrane glycoprotein lb 
peptide is not necessarily present in PRO 285. In fact, textbooks on immtinogenicity and antigen 
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Structure teach that the probability that an antigenic determinant on a proteia consists of only a 
consecutive sequence of amino acids in the pnmary structure is likely to be rather small. ^ Such texts 
further note diat even if most of the determinant were a continuous sequence, other nearby residues 
probably play a role as weU, In the instant case, a side by side comparison of nearby residues (c.g. 
the 6 C-terminal residues that ate covalently attached to the identical 9 amino acid segments in diese 
two polypeptides) shows the presence of two charged amino acid residues in the PR0285 protein 
(Le. glutamic acid and arginine at positions 716 and 717 respectively) that are absent in the platelet 
membrane glycoprotein lb pepdde sequence. The significant charge differences in the C-terminal 
residues proximal to the shared platelet membrane glycoprotein lb and PR0285 9 amino acid 
segments provides evidence that the conformations of the respective antigenic determinants in these 
molecules are likely to be dissimilar. 

As noted above, although they share a cortunon 9 amino acid sequence, tlie topography of 
die antigenic determinant formed by the 19 residue platelet membrane glycoprotein lb peptide is not 
necessarily reproduced in the PR0285 polypeptide recited in the claims. Consequently, an antibody 
specific for the 19 residue platelet membrane glycoprotein lb peptide wiU not necessarily bind this 
PR0285 polypeptide. This reference therefore feds to meet the legal rcqukements for a finding of 
anticipation via inherency. Specifically, when articulating the legal requirements for a finding of 
anticipation via inherency, courts state that inherency "may not be estabhshed by probabilities or 
possibilities. The mere fact that a certain thing may result from a given set of circumstances is not 
sxifficient." See, e.g. M.P.E.P. 2112 and Cdntinental Can Co. v. Monsanto Co., 20 USPQ 2d 1746, 1749 
(Fed. Cir. 1991). Instead, to cstabhsh inherency, the extrinsic evidence "must make clear that the 
missing descriptive matter is necessarily present in the thing described in the reference, and that it 
would be so recogni2ed by persons of ordinary sltilL" Continental Can Co,, 20 USPQ 2d 1749. 



5 See. eg. pages 242-252 of FUNDAMENTAL IMMUNOLOGY (3«i. Ed- Raven Piess) which are attached hcrdn as 
Exhibit C. 
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As noted above, an annlDody which biads a PR0285 polypeptide is not necessarily disclosed 
in the Ruggeri disdosure, and thus this icference foils to meet die legal requiiemenis foi anucipation 
via inherency. For these reasons. Applicants respectfblly request die withdrawal of the rejection 
under 35 U.S.C. §l02(b). 

rV. ^^)>.rrir.n under ^5 U.S-C ^I03fa^ 

At page 6 of the Office Action, claim 51 was rejected under 35 U.S.C. §l03(a) as bdng 
unpatentable over Ruggeri in view of Coughlin, U.S. Patent No. 5,256.766 (Coughlin), and fordier in 
view of Ladner et al., U.S. Patent No. 4,946,778 (Ladner). 

As the Ruggeri disclosure fails to meet die legal requirements for anticipation via inherency, 
this reference cannot propedy be combined with U.S. Parent No. 5.256.766 and U-S. Patent No. 
4,946,778 in order to suggest die subject matter recited in claim 52. For this reason, Applicants 
respectfully request the withdrawal of the rejection under 35 U-S.C. 103(a). 

V. Conclusion 

In view of die above, it is submitted that diis application is now in good order for allowance 
and such allowance is respectfully solicited. Should die Examiner believe minor matters still remain 
diat can be resolved in a telephone interview, die Exanuncr is urged to call AppUcants' undersigned 
attorney. 

Respectfully submitted, 

GATES & COOPER LLP 
Attorneys for Applicant(s) 

Howard Hughes Center 
6701 Center Drive West, Suite 1 050 
Los Angeles, CaHfomia 90045 



Date; December 9. 2003 
>XrjW/sim/amb 




Name: WiDiiSpiJ. Wood 
Reg. No.: 42,236 
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